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1 . This international preliminary examination report has been prepared by this International Preliminary 
Examining Authority and is transmitted to the applicant according to Article 36. 
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sheets, including this cover sheet. 



| | This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings 
which have been amended and are the basis for this report and/or sheets containing rectifications made 
before this Authority (see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of*^_ sheets 
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Basis of the report 



Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 
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I. Basis of the report 



1. With regard to the elements of the international application: 
the international application as originally filed, 
the description: 

pages M3 as originally filed 

pages NONE , filed with the demand 

pages NONE , filed with the letter of 



* 



the claims: 

pages 14-16 , as originally filed 

pages NONE , as amended (together with any statement) under Article 19 

pages NONE , filed with the demand 

pages NONE , filed with the letter of . 



^ the drawings: 

pages _K5 t as originally filed 

pages NONE , filed with the demand 

pages NONE ♦ filed with the letter of • 

| | the sequence listing part of the description: 

pages NONE as originally filed 

pages NONE , filed with the demand 

pages NONE , filed with the letter of „ 

> With regard to the language, all the elements marked above were available or furnished to this Authority in the 
* language in which the international application was filed, unless otherwise indicated under this item. 
These elements were available or furnished to this Authority in the following language which is: 

| | the language of a translation furnished for the purposes of international search (under Rule23. 1(b)). 

[ | the language of publication of the international application (under Rule 48.3(b)). 

□ the language of the translation furnished for the purposes of international preliminary examination(under Rules 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

| | contained in the international application in printed form. 
| | filed together with the international application in computer readable form. 
| | furnished subsequently to this Authority in written form. 
| | furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence listing 
has been furnished. 

4. EH The amendments have resulted in the cancellation of 

| | the description, pages NONE 
| | the claims, Nos. NONE 
| | the drawings, sheets/fig NONE 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been considered to go 

beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 
* Replacement sheets which have been furnished to the receiving Office in response to <™<*^ 

this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rules 70.16 and 70.17). 
*♦ Any replacement sheet containing such amendments must be referred to under item J and annexed to this report. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. STATEMENT 

Novelty (N) 



Claims 1-33 



Claims NONE 



Inventive Step (IS) 



Industrial Applicability (IA) 



Claims NONE 



Claims 1-33 



YES 
~N0 

YES 
NO 



Claims 1-33 



Claims NONE 



YES 
NO 



2 CITATIONS AND EXPLANATIONS (Rule 70.7) 

Claims 1-33 lack an inventive step under PCT Article 33(3) as being obvious over HAYNESWORTH, et al. (US Patent No. 
5,733,542) in view of BRUDER, et al. (US Patent No. 5,536,396) and in further view of DONNELLY, et al. (Exp. Eye Res. 
56:157-165, 1993). 

The '542 patent teaches a method of administering mesenchymal stem cells (MSCs) to promote autologous or allogeneic engraftment 
of transplanted tissue (see the abstract, col. 1, lines 17-36 and 50-67 and col. 2, lines 53-63). The "542 patent does not sp™^ 
teach fibroblasts. However, the '396 patent teaches that MSCs differentiate into f.broblasts (see Figure 1) and human eel kin col. 11. 
The various times of administration of the fibroblasts, as recited in claims 7-9 is taught by the '542 patent in col. 2, line 67 and 
bridging over to col. 3, line 6.The '542 and '396 patents do not teach a method whereby the fibroblasts are administered to treat 
rejection of the transplant by the recipient, as recited in claim 11. However DONNELLY, e, mL ^^"^"f"*™ 
cytokines which inhibit allogeneic reactions in corneal transplants (see the abstract, in particular). One of ordinary skill in the art 
would have a reasonable expectation of success in using allogeneic fibroblasts to inhibit an immune response to alloantigens, given 
the combined teachings of the references. Also one of ordinary skill in the art would recognize that the organs recited in claim 15 are 
commonly transplanted organs and would have had a motivation to use the methods of the '542 and '396 patens to reduce an immune 
response against a transplanted tissue, given the teaching by DONNELLY, et al., that f.broblasts produce cytokines that inhibit an 
immune response against alloantigens. Therefore, it would have been prima facie obvious to one of ordinary skill in the art to have 
arrived at the claimed invention given the combination of reference, absent evidence to the contrary. 
NEW CITATIONS 

US 5.733.542A (HAYNESWORTH, et al.) 31 March 1998, see entire document. 
US 5,736,396A (BRUDER, et al.) 07 April 1998, see entire document. 
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Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



Continuation of Certain Documents Cited 
1 , Certain published documents (Rule 70. 10) 

Application No Publication Date 
Patent No. (day /month/year) 
None None 



Filing Date 
(day /month/year) 
None 



Priority date (valid claim) 
(day /month/year) 
None 



2. Non- written disclosures (Rule 70.9) 



Kind of non- written disclosure 
None 



Date of non-written disclosure 
(day /month/year) 
None 



Date of written disclosure referring to 
non-written disclosure 
(day /month/year) 
None 
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Inte jono) Application No 
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A. CLASSIFICATION OF SUBJECT MATTER 

IPC 7 A61K35/12 A61P37/06 



According to International Patent ClaaaltlcaMon (IPC) or to bom national ctasafflcaflon and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (ciaaaMealion eystom followed by dasaWcatton eymtoob) 

IPC 7 A61K C12N 



Documontatton searched other them minimum documentation to the extent that such documents are Included In the fields searched 



Electronic data base consulted during the international search (name ot data base and, where practical, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category 0 



Ctation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



WO 96 40887 A (CHILDRENS MEDICAL CENTER) 

19 December 1996 (1996-12-19) 

page 4, line 5 -page 6, line 2; claims 1-3 

JOHN J. DONNELLY ET AL: "A soluble 
product of human corneal fibroblasts 
Inhibits lymphocyte activation. 
Enhancement by interferon gamma" 
EXPERIMENTAL EYE RESEARCH, 
vol. 56, 1993, pages 157-165, XP000876995 
page 158, line 1, paragraph 1 

-/- 



1-15,33 



1-33 



0 



Further documents are Isted In the contauation of box C. 



Patent family members are listed In annex 



' Special categories of cted documents : 

*A" document defining tr» general state of the art which Is not 
considered to be of particular relevance 

"E" earlier document but pubishedonorafterths IrrtematlonaJ 
fling date 

V doojrnertwhk^ may throw doubts on p^ cta*n(a)or 
which Is ettsd to establish the publication ancWr 
ctatton or other epeotal reason (as speckled) 

"O" document referring to an oral dtoctoeure, use, exhbtttonor 



later document published after the international fSIng date 
orprtortty date and not Ln conflict w&h the application but 
otsdtourto^fBtandthBprhr^ undertylngthe 



"P" document pubiahedprtor to ttwlrter^^ fling date but 
later than trie prtorfty date claimed 



■X" document ot particular relevance; the claimed Invention 
cannot be considered novel or cannot be considered to 
Involve an Inventive step when the document Is taken atone 

*Y" document of particular relevance; the claimed fcwentlon 

cannot be considered to Invoke an Inventive step when the 
document Is combined win one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

••V docurrpsrtf member of trie earns patertffamb^ 



Date of the actual completion ot the Intemattonal search 

23 February 2000 


Date of mailing of the International eearch report 

15/03/2000 


Name and mafllng address of the ISA 

European Patent Offtoe, P.B. 6818 Patentlaan2 
NL-2280HVR|swl]K 
Tel. (461-70) 34O-2040, Tx. 31 651 epo rd t 
Fax: (431-70) 340-3016 


Authortzed officer 

Fernandez y Branas,F 
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SHINABUKURO Y. ET AL: 

" Interf eron-gamma-dependent 

Immunosuppressive effects of human 

gingival fibroblasts" 

IMMUNOLOGY, 

vol. 76, 1992, pages 344-347, XP000876985 

cited In the application 

page 345, column 1-2; figure 1 

WO 96 40178 A (RES CORP TECHNOLOGIES INC) 
19 December 1996 (1996-12-19) 
the whole document 
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Box i Observations where certain claims were found unsearchable (Continuation of Item 1 of first sheet) 

This international Search Report has not been established In respect of certain claims under Article 17(2) (a) tor the following reasons: 

1. [T] Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 

Remark: Although claims 1-32 are directed to a method of treatment 

of the human/animal body, the search has been carried out and based 
on the alleged effects of the compound/composition. 

2. Q Claims Nos,: 

!£S£^52i ES^n^-*^ SSI? 0 ""W **" *° V™**** requirements to such 

an extent that no meaningful International Search can be earned out, specifically: 



a Q Claims Nos.: 

because they are dependent claims and are not drafted In accordance with the second and third sentences of Rule 6.4(a). 

Box II Observations where unit/ of Invention Is lacking (Continuation of Ram 2 of first sheet) 

This International Searching Authority found multiple Inventions in this International application, as follows: 



1. HI AsaHrequlr^ 
' 1 searchable claims. 

2 - n 



a Q ^J^^^l^!^^ 6 ^^?!^ 8earch ™» Paw by the applicant this International Search Report 
1 — 1 covers only those claims tor which fees were paid, specfflcelly claims Nos.: 



4 ' O J*"™*^ S^^^L^S I^^^S* ??"JL y 2^ Coisequently. this International Search Report Is 

restricted to the Invention first mentioned In the claims; It Is covered by claims Nos.: 
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